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A. Purpose

This chapter explains the policies, procedures, and responsibilities for the referrd of
grant and cooperative agreement gpplications, hereafter both referred to as grant
gpplications, and their review by initia review groups (IRGs). Manua Chapter 4510
supersedes Manual Chapter 4505, dated March 12, 1971, and 4506, dated October
17, 1971. It implements the pertinent parts of PHS Grants Adminisiration Manudl,
Chapter 1-507, and a so incorporates those pertinent recommendations of the NIH
Grants Peer Review Study Team, 1978, with which the Director, NIH, concurred.

B. Applicability

The policy stated herein is applicable to competing research project, program
project, and center grant and cooperative agreement gpplications, ingtitutional and
individua Nationa Research Service Award gpplications, and academic, clinica
investigator, and career development award applications.

C. Background

The peer review of grant and cooperative agreement applications for scientific and
technical merit has been legidatively mandated under Section 475 of the PHS Act.
Section 475 states that peer review groups shdl consst of "individuaswho by virtue
of their training or experience are eminently qudified to perform the review

functions of the group.” It further specifies that not more than one-fourth of the
members of any peer review group established under such regulations shdl be
Federal employees.

D. References
1. Code of Federd Regulations, Title 42, Part 52, Grants for Research Projects.

2. Code of Federa Regulations, Title 42, Part 66, National Research Service
Awards.

3. Code of Federd Regulations, Title 45, Part 76, Debarment and Suspension.
4. Federd Advisory Committee Act, 5 USC, Appendix 1, P.L. 92-463.

5. PHS Grants Administration Manua, Chapter 1-507, Objective Review of Grant



Applications.

6. NIH Manual Chapter 1805, Use of Advisorsin Program and Project Review and
Management.

7. NIH Manua Chapter 2300- 735-2, Procedures for Avoiding Conflict of Interest for
Public Advisory Committee Members.

8. NIH Manual Chapter 4104, NIH Research Grants to Foreign Ingtitutions and
Internationa Organizations.

9. NIH Manua 4107, Review of Applications and Award of Grants Involving
Human Subjects.

10. NIH Manua Chapter 4108, Grant and Cooperative Agreement Applications
Involving the Biologica Effects of lonizing Radiation

11. NIH Manual Chapter 6380-2, Responghility for Care and Use of Animas

12. NIH Manua Chapter 4511, Project Site Vidits on Grant and Cooperative
Agreement Applications

13. NIH Manua Chapter 4512, Summary Statements

14. NIH Manual Chapter 4513, Review of NIH Programs and Grant and Cooperative
Agreement Applications by Nationd Advisory Councils and Boards.

15. NIH Manua Chapter 4514, Role of Staff at Advisory Committee Meetings and
Exchange of Information Between Initid Review Groups and Bureaus, Inditutes or
Divisons.

16. NIH Manual Chapter 4515, Guiddines for Dudly Assigned Grant Applications.

17. NIH Manual Chapter 4516, Principa Investigator Generated Communications
and Appealsto Referral and Peer Review of NIH Grant and Cooperative Agreement
Applications (In preparation)

18. Handbook for Executive Secretaries, prepared by the Scientific Review Branch,
Divison of Research Grants (DRG).

19. Handbook for Referra Officers, prepared by Referral Branch, DRG.
E. Policy

Grant gpplications are reviewed in accordance with the NIH peer review system,
which is based on two seauentid levels of review referred to asthe "dud review



sysem.” Both levels are required by datute. The first level of review is carried out
by an IRG composed of primarily non-Federa scientisgsin relevant scientific
disciplines and current research areas. The second levd of review is performed by a
National Advisory Council or Board, heresfter referred to asa " Council,” whichis
advisory to each Bureau, Indtitute, or Divison (BID), and which is composed of both
scientific and lay members who are noted for their expertise, interest, or activity in
matters related to hedth and disease. With the exception of individua fellowship
applications and applications recommended at direct costs not exceeding $35,000
annualy for the Nationd Cancer Indtitute and the National Heart, Lung, and Blood
Indtitute, grants may not be avarded without a recommendation for gpprova by a
Coundail.

F. Definitions

1. Initial Review Groups (IRGs) - Groups composed of primarily nonFedera
scientific experts who conduct the scientific and technical merit review of grant
applications. The various kinds of IRGs are defined as follows:

a. Sudy Sections - IRGs managed by the Divison of Research Grants
(DRG). Study Sections congst of gpproximately 12-20 members each
and have as their primary function the review and evauation for
scientific and technica merit of grant applications.

b. Special Review Groups - Ad hoc review groups which evauate
gpplications from members of IRGs; gpplicationsin response to
requests for applications (RFAS); or gpplications requiring
combinations of expertise not availablein aregularly condituted IRG.
These groups are established to perform asingle, specific, short-term
task, after which they are disbanded.

c. Other IRGs- Groups located in the BIDs to perform the scientific
and technica merit review for center and program project
goplications aswell asfor other types of specidized research and
research training grant applications.

2. Council - A Nationd Advisory Council or Board, composed of both scientists and
lay members, which has a broader responsbility than IRGs. As authorities
knowledgesblein relevant BID programmeatic areas and aware of the roles of the
diverse inditutions in biomedica research, they must be especialy mindful of the
hedlth needs of the American people. Council members perform the find advisory
review of grant gpplications and aso offer advice and make recommendations on
matters of sgnificance to the policies, missons, and gods of the BID they advise.

3. Rebuttal Letter - A letter and any associated documents from a principd
invedtigator containing information chalenging the findings and recommendations
of areview aroup as recorded in asummarv statement. proiect Ste vigt report. or



other related documents. A rebuttal may indicate disagreement with review
procedures, details of review, IRG or BID assgnment, or with composition of the
IRG. A rebutta |etter may request re-review or other specid action on the
gpplication. (See Manual Chapter 4516)

4. Communication - A written request for () reassgnment of an gpplication to
another IRG or BID, (b) amendment of the record(s), or (c) reconsideration (rebuttal)
of the findings and recommendations of areview group or subsequent BID review
action.

G. Responsibility
1. General

The review responghilities of chartered DRG and BID initid review groups are
defined by the charter authorizing each group's formation. The establishment,
renewd, and modification of IRGs are governed by the Federd Advisory Committee
Act.

In genera, members of one IRG or Council are not asked by NIH staff to undertake
additiona review activities assgned to another IRG or Council, unless absolutely
essentid. In any case, before contacting the prospective reviewers, the NIH staff
member must contact the Executive Secretary or the gppropriate Council Secretary
of thereviewer's IRG or Council to ensure that the member does not have overriding
commitmentsto hisor her own IRG or Council at that time.

2. The Division of Research Grants (DRG)
a. Receipt and Assignment

DRG isthe central receipt locale for dl research and research training
grant applications to the NIH and certain other PHS agencies. Waiver
of an established receipt date for an gpplication may be authorized
only by the Director, DRG, or hisor her designee.

Applications that are relevant to the NIH mission receive two types of
assgnments 1) to an IRG for initid scientific and technica review;

and 2) to the BID whose program interests correspond most closdly to
the aims and objectives of the goplication for funding purposes.
Written guiddines for assgnment to IRGs, and the designated criteria
for BID assgnments are described in the DRG Handbook for Referra
Officers which outlines the scientific program areas and interests of
each Public Hedth Service awarding organization. If the subject

matter overlaps the interests of two BIDs, adud

assignment may be made.



Although application assgnments are usudly made to regularly
condtituted IRGs, specid review groups may be organized on an ad
hoc bas's. Such specid review groups review applications that are:

outside the scientific competence of an exidting IRG;

from members of aregularly condituted IRG, their families,
partners, or close

professona associates (To avoid conflict of interest, these
gpplications are reviewed by ad hoc groups or other IRGs.); or
in response to requests for applications (RFAS).

Als0, in cases where because of their unusua content and relationship
to aBID's program interest it is determined that an application can be
more effectively reviewed by a group other than the regularly
condituted DRG IRG, the DRG may assign review to aBID IRG.
Examples of such goplicationsinclude clinicd trid goplications,
goplications in which an essentid planning phase must precede the
actud research phase, and specidized types of multifaceted
gpplications, such as program projects and centers.

Authority for these assgnments rests with the Director, DRG, or with
the Director's designee, the Associate Director for Scientific Review,
DRG. Assgnment decisons are delegated to the Chief, Referrd
Branch, DRG, and review decisons to the Chief, Scientific Review
Branch, DRG.

Any differences of opinion between DRG and aBID over the
assgnment and plan for the review of an application(s) will be
resolved by the Associate Director for Extramural Research and
Training (ADERT), Office of the Director, NIH.

Applications received from persons who have been debarred or
suspended under 45 CFR Part 76, or which propose debarred or
sugpended individuals to serve as principa investigators, program
directors, or in any other cagpacity, shal not be consdered and shall be
promptly returned to the applicant with a statement of the reasons
therefor.

b. Review Responsibility

Continuing evauation of the soundness and objectivity of the entire
NIH initid review processis the responghility of the ADERT, and is
shared with the Director, DRG. This responsbility includes the right
to send representatives to IRG meetings and Site vists.

With certain exceptions as assaned by DRG, DRG has the



respongbility for theinitid review of applicationsinthe R, F, and K
series.

3. Bureau, I nstitute, or Division (BID)

When an gpplication is assgned for review by aBID, that organization acceptsfull
responghility for ensuring quality and objectivity in the evaluation; for arranging dl
agpects of the review and its documentation; and for assuring that conflict of interest
policies are followed.

If the BID plansto form an ad hoc review group, or when any review is
contemplated other than that designated by DRG, the Director, DRG, or designee
must be notified in advance of the details and the plans for review. Proposed changes
in established methods of review are to be discussed with DRG in advance of the
review.

H. Conflict of Interest

When an IRG member or the member's spouse, parent, child, partner, or close
professond associate is named in agrant application as the principd investigator, or
as an investigator who is currently, or expected to be, responsible for conducting a
project, the IRG on which the investigator is a member may not review the
goplication. Ingtead, the Referrd Office, DRG, or the BID (in the case of BID
review) arranges to have the gpplication evauated by another IRG.

Any reviewer must leave the meeting room when gpplications submitted by his or
her own organization is being discussed. In the case of State higher education or
other systems with multiple campuses geographically separated, the term "own
organization" isintended to mean the entire system where the member or reviewer is
an employee, consultant, officer, director, or trustee, or has afinancia interest.

In addition, al reviewers should be urged to avoid any actions that might give the
appearance that a conflict of interest exists. For example, a consultant should not
participate in the deliberations and actions on any application from or involving a
recent student, a recent teacher, or a close persond friend. Also, reviewers should
not participate in the review of an gpplication from a scientist with whom the
reviewer has had long-standing differences which could reasonably be viewed as
affecting objectivity.

Executive Secretaries are expected to guide consultants properly so that conflict of
interest Situations are avoided.

Operating procedures and measures that are to be taken by the Executive Secretary
and the IRG membersin advance of, during, and after IRG mestings to assure
absence of conflict of interest are found in NIH Manual Chaoters 2300-735-2 and



1805, and d <o in the DRG Handbook for Executive Secretaries.
I. Confidentiality

All materid related to the review of grant applications, such as gpplications, Ste vist
reports, discussions at meetings, IRG summary statements, and staff
recommendations are confidential. IRG members shal leave dl written materid in
the conference room following the completion of the review meeting. Under no
circumstances should reviewers advise ether investigators or their organization of
recommendations or discuss the review proceedings with them, or with anyone
outsde the IRG or NIH. Breaches of confidentiaity may lead the applicant
investigator to unwise actions on the basis of premature or erroneous informetion;
They represent aviolaion of the privileged nature of the proceedings and an
invason of the privacy of fellow consultants serving on review committee and Ste
vigt teams wherein confidentid opinions are expressed. Breaches of confidentidity
could deter qudified consultants from serving on review committees and inhibit
those who do from engaging in free and full discussion of the applications.

Inquiries from gpplicants about pending applications should be referred to the
appropriate NIH staff.

J. Implementation
1. Assignment

After an gpplication has been assgned to an IRG for scientific and technica merit
review and to aBID for consderation for funding, the Executive Secretary of the
IRG will officidly notify the gpplicant investigator about the assgnment. Although

an goplicant investigator may request assgnment to a specific IRG or BID, decisons
about such requests remain the responsbility of NIH.

2. Conduct of Initial Review by Chartered, Ad Hoc, and Special Review Groups

a. Procedures Prior to the IRG Meeting: Preparation of Reviewers
Preiminary Written Comments

The Executive Secretary of the IRG sends copies of gpplications
assigned to that IRG for review to IRG members wdl in advance of
the scheduled meeting. Applications from amember's indtitution will
not be provided to that member. The Executive Secretary determines
whether additiona expertise is needed to adequately review al the
gpplications assigned to the IRG. If s0, the Executive Secretary
solicits outside written opinions for use at the review meseting and/or
invites specid (ad hoc) reviewersto review certain applications and
attend a particular meeting. The Executive Secretary assigns each
application to two or more IRG membersto orepare detailed



preliminary comments prior to the meeting. These written evaluations
are prepared according to specific guiddinesthat are sent by the
Executive Secretary to the reviewers dong with thelr assgned
applications.

In addition to preparing written evauation of gpplications assgned to
them, reviewers are expected to read dl other gpplications on the
agenda (except those which present a conflict), and to be ready to
contribute to discussions at the meeting. The preiminary evauation
satements, together with the record of the discussion of the
application a the IRG mesting, are used by the Executive Secretary to
prepare the summary statement reflecting the collective view of the
IRG.

b. Procedures During the IRG Meeting
(2) Quorum

Unless otherwise established in the chapter of the IRG, aquorum
consgts of amgority of the IRG's authorized membership, including
ex officio members. Ad hoc reviewers are not included as part of the
quorum. A quorum of the IRG must be present for the transaction of
business.

(2) Review Criteria

The IRG evauates the merit of each grart gpplication on the meeting
agenda according to specific criteria. The principd criteriafor the
initid review of research project grant applications, asrequired in the
PHS Scientific Peer Review Regulations, include:

scientific, technica, or medica sgnificance and origindity of
the proposed research;

appropriateness and adequacy of the experimental approach
and methodology to be used;

qudifications of the principd investigator and &ff in the area
of the research;

the principa investigator's experience and record in previous
research activity;

reasonable availability of resources,

reasonableness and adequacy of justification for the proposed
budget and duration of support; and

adequacy of the proposed means for protecting against adverse
effects upon humans, vertebrate animals, or the environment.

The specific review criteriawill vary with other types of applications



such as for the National Research Service Awards, Research Career
Development Awards, and center or program project grants. These
criteriaare outlined in the DRG Handbook for Executive Secretaries.

(3) IRG Recommendations

The Chairperson of the IRG introduces each gpplication, cals upon
the individual assgneesto read their written comments, and invites
discussion. At an appropriate time, the Chairperson requests amotion
on the gpplication. The possble motions can be for gpprova,
disapprovd, or deferrd.

Approva - the gpplication is of sufficient merit to be worthy of
support based on the review criteria The vote for gpprova is
equivaent to arecommendation that a grant be awarded provided
aufficient funds are available. A priority rating is required.

Disapprova - the gpplication is not of sufficient merit, or for other
stated reasons, not worthy of support. Disapproval may aso be
recommended when hazardous or unethica procedures are involved,
or when no funds can be recommended, such asin the case of a
supplement deemed to be unnecessary. No priority rating is required.

Deferrd - the IRG cannot make a recommendation without additional
information or clarification of specific agpects of the gpplication. The
Executive Secretary notifies the applicant and takes the necessary
steps to obtain any additiona information. Deferred gpplications are
not presented to Councils.

The Executive Secretary should try, normaly by correspondence, to
obtain the additiona information to present at the next scheduled IRG
meseting. However, if the required additiona information can best be
obtained only by discussion with the gpplicart or the Principa
Investigator, a project Ste vist or telephone communication should be
made.

The purpose, organization, and conduct of project Ste vidts, the
respongbilities of the Executive Secretary, Site vistors, BID staff, and
gpplicant investigator, and other relevant issues are described in the
NIH Manual Chapter 4511 and in the DRG Handbook for Executive
Secretaries.

After amotion of gpprovd, disgpprova, or deferrd has been
seconded, the Chairperson asks for any further discussion. If the
motion is for gpprova, the budget is discussed. The budget
recommendation. which can be for the time and amount reauested or



for an adjusted time and/or amount, should include not only the first
year but also each subsequent year.

The Chairperson or amember of the IRG then cdlsfor avote by the
IRG on the mation. The recommendation of the IRG for each
goplication is made by mgority members voting on the mation.

(4) Split Vote

If two or more members disagree with the recommendation of the
IRG, the dissenting members must prepare a written minority report
for indluson in the summary satement. A single dissenting member
may prepare aminority report, if the member wishesto do so.

(5) Priority Score

For each gpplication that has been recommended for approval, each
regularly gppointed member of the IRG records a numericd rating
that reflects the member's opinion of the merit of the application.

The numerica rating ranges from 1.0 (the most meritorious) to 5.0
(the least meritorious) in 0.1 increments. A rating of 2.5 can be
consdered to represent average quality. In addition to the scientific
and technical merit of the application, the priority rating pertainsto
the recommended budget and number of years of support.

If the vote for approval is not unanimous, reviewers who vote for
disgpprova must record a priority rating, which may be, but need not
be, 5.0. If areviewer voting for disgpprova does not assign a priority
rating, the Executive Secretary will record arating of 5.0. If a
reviewer eectsto abstain, and so indicates on the voting work shest,
no priority will be assgned nor will the abstainer be counted in the
number voting.

After the meeting, the Executive Secretary averages the individua
ratings for each gpplication and multiples by 100 to provide three-
digit priority scores between 100 and 500. Priority scores are included
in the summary datements.

3. Summary Statements

Following the IRG review, the Executive Secretary prepares a summary statement
for each gpplication, documenting the sdient features of the IRG's deliberations and
recommendations. The summary statement, while not necessarily exhaudtive, should
be complete and represent a group eva uation of each application. It isimportant that
obiective factua information, carefully documented and well justified, be provided.



Pertinent materid from the meeting discussons must be included. (See NIH Manud
Chapter 4512 and the DRG Handbook for Executive Secretaries for instructions on
preparation and didribution of summary statements.)

4. Applications from Foreign I nstitutions

IRGs review foreign applications without regard to the fact thet they are foreign, and
make recommendations and assign priority ratings exclusvely on the bass of merit.
Unique or specialized aspects of the gpplication should receive comment in the
ummary statement.

5. Mail Reviews

The expertise available on an IRG may be supplemented by expert opinions obtained
by mail. These supplementary mail opinions shdl be made available to the entire

IRG membership. In addition, in emergencies or under certain specia circumstances,
the entire review process may be carried out by amail balot. Such mail reviews
should be supplemented with tel ephone conference calls when necessary. The
principles used in selecting mail reviewers are the same as those for IRG members,
including avoiding conflict of interest Stuations.

K. Communications, Rebuttal, and Appeal

The procedure for responding to communications from principa investigators varies
according to where an gpplication isin the peer review process. Detailed procedures
for handling communications from gpplicant principa investigators are contained in
NIH Manua Chapter 4516, Principal Investigator Generated Communi cations and
Appedlsto Referral and Peer Review of NIH Grant and Cooperative Agreement
Applications.

L. Effective Date

This palicy is effective on date of release.

M. Additional Information

For further information on this manua chapter, contact: Office of Extramura
Research and Training, OD, 496-2241, or the Divison of Research Grants, 496-
7248.

N. Additional Copies

For copies of this manua chapter send aform NIH 414-5, "Request for Manud

Chapter" to the Printing and Reproduction Branch (P&RB), DAS, Building 31,
Room B3BEQ7; or cdl the Office of Extramural Research and Training, 496-5967.





